and open crystal structures, respectively, in which they occupy similar positions in the hydrophobic pocket. FiThe end states were clustered as described in the Figure 3A) . The ␤6-␣7 loop conformation also differed from that observed in any crystal structures. Therefore, the O-P cluster appears to represent a non-native state resulting from application of excessive force and was not studied further.
Time Course of Conformational Changes
The time course of conformational change was calculated for each cluster by averaging each picosecond the absolute displacements for the previously described 
